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t al., J. Am. Chem. Soc., 94, 6190, 1972; Morita, T. et al., Tetrahedron Lett., 21, 835, 1980; Y.
Kita, et al., Tetrahedron Lett., 4311, 19799 71A1¥ A e|23} 5. S4=ZA] Lalonde, M., Chan, T.H.,
Synthesis, 817-845, 1985 & )l o8 A|x=d 4 AUrt.
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e (1) T 2 42, A FAE P EmE o Feke Wl o8 AT 4 . dE 5d, Ay
= 5-olARAbelElY Ei= 2'-Hl S Al-5-olxAlol B S AHE S T, AV] EA Sl APdEo|= 35E )
WA= Aog, RHo R s 5-olxAlolEldFe T FE AddHz fFuAE 45 F ).
Adgdetol= 3eE

Adetelol= g3tEe] TR 53] A Fon, FAAdA AEEHE AL BE 2 oawyo] vl ALg-sh
T . dE W, Exgdddddels g3E, ReddrolddddTiels 3E, EgjoldaddTio|s
e 55 A itk dddtgeln g§tEe] dAVE A= AfolE, UV 98 59 9Ey,
E7], n-ZTEHY], o]AZR2HY], n-REY], sec-HE7], o|AHEY], EE tert-HEY] T& ALT
Ak, ol T, WiEr] mE dEr|7t uiggsith. Adddtelol= d§HEo] oAV E X e Afol=, w9
S AHEE oo, AdgdEels FES s 2 9ARE 94a9x, HEYA, B 80 9R
TS AMEE F Qar, AAaUAE AMEEE Zlo] uigAEith, AddEte|E SgtER KB FAHoRE, EY
Heddgzgelm(EgudIezdzston Bl 495 ). oldt sgEel dsirE ), Egddad
Z2gol=, tert-FEUHEALF 2=, tert-FEUH AL F2go|n, EYdAd IRl 55 &
T At

(@71

AMEERE VIR E 7197 2 TIVIE B 4 A, fUIVIRE ol A A Ank, Egddelyl, N,
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G ool upEA st o] U8 SFgE 1= dis] B4 1.0 ~ 10.0 B HAE AT 5 A%, u}
A= 2.0 ~ 6.0 BZFe] HAZF 1, B} uiFASHAE 2.0 ~ 4.0 FFe] HHAJA Aol Fr}.

L
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Hoaltmo] wkgoMe] gujRE, oS 59, oln=EF (S 5, N N-tJHEEEoln]=(DMF), N,N-t]jHEo}A|
Eojn| = (DMAC), N N-TodetAdEctn = N-wdIZ2=(P) &5, vt AE N N-tHExZEolr = (DMF),
N N-t]H ol Eoln] = (DMAC), N-WE I EZ=(NP), Kol vl shAlE N N-tue L5l =(DNF)), AZA}L
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[0110]

[0111]

[0112]

[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

[0130]

[0131]

olatol A, & Aol e solAlolERe] B By AdoE2 fEAo] B3 MsAzE, AAEEEA,
o5 E ol Z17lelHE e,

5'-0-EgWg A -5-o}x A Lol EH (3FEEA):  5'-0-Trimethylsily-5-azacytidine: (3}82] (la) %, R=0H,
R'=Trimethylsilyl7])

AW AROESAIZE o 1AZE, A-HEE 8 ol EA N E-wEEA, ZeE: 14%)

'H-NMR (400MHz, CDCl3) &: 8.53 (s, 1H), 6.20 (br, 1H), 5.81 (d, J= 3.2Hz, 1H), 5.69 (br, 1H), 5.30

(br, 1H), 4.38 (s, 1H), 4.25 (s, 2H), 3.87 (d, J= 10.8Hz, 1H), 3.72 (d, J= 10.8Hz, 1H), 3.45 (br, 1H),
and 0.09 (s, 9H) ppm.

PC-NMR (CDC1s) §: 166.7, 155.9, 155.5, 93.3, 87.8, 78.1, 72.6, 62.1, and -0.82 ppm.
Mass: 317.2 (M++1) (calcd. for C11H20N405Si, MW= 31639)
5'-0-EdWed A -2 g &A|-5-0} 2 Ao Bl Wl (3}3HEB) 1 5'-0-Trimethylsilyl-2'-deoxy-5-azacytidine:

(8}8H4 (1a) =, R=H, R=Trimethylsilyl”])

(

P A (RS AIZE: oF A7, A-REE8 vl opA Exteld-ve-2A)

I

'H-NMR (400MHz, CDOD) &6: 8.66 (s, 1H), 6.13 (t, J= 6.0Hz, 1H), 4.35-4.42 (m, 1H), 3.67-4.02 (m, 9H),
2.34-2.50 (m, 1H), 2.20-2.32 (m, 1H), and 0.14 (s, 9H) ppm.

“C-NMR (CDCls) &: 166.3, 156.0, 154.1, 87.6, 86.8, 71.6, 62.3. 42.6, and 0.1 ppm.
+ .

Mass: 301.3 (M+1) (calculated for CiHyoN,0,Si, MW= 300.13.)

5'-0-ol e ) H g A -5-0} 2} A o Bl Y (3 ¢HEC): 5'-0-Ethyldimethylsilyl-5-azacytidine:

(848+4] (1a) %, R=OH, R'=Ethyldimethylsilyl7])

furcs

s A (REGA]

w

DR IAIRE, AREE8: olAEA G- EEA, EEgE: 12%)

e

)

'H-NMR (400MHz, CDCl3) &6: 8.56 (s, 1H), 6.61 (br, 1H), 5.94 (br, 1H), 5.83 (d, J= 4.0Hz, 1H), 4.31-

4.34 (m, 1H), 4.23-4.28 (m, 2H), 3.91 (dd, J= 11.6 and 2.4Hz, 1H), 3.74 (dd, J= 11.6 and 2.4Hz, 1H),
0.92 (t, J= 8.0Hz, 3H), 0.56 (t, J= 8.0Hz, 2H), 0.09 (s, 3H), and 0.08 (s, 3H) ppm.

“C-NMR (CDCls) &: 166.5. 155.7. 155.6, 92.8. 87.3, 72.0. 62.0, 7.6, 6.6, and -3.03 ppm.
+
Mass: 331.2 (M+1) (caled. for ColuN,0:Si, Mii= 330.41).
5'-0-olAZ 2 I u)w e A& -5-0}x Ao Bl W (3}gHED) 1 5'-0-(i-Propyldimethylsilyl)-5-azacytidine:

(3}8H4 (1a) %, R=O0H. R'=i-Propyldimethylsilyl7])

N

W A (RE

olo

A7k: oF 12121

I

, AREE 8 o EATE - e A, LefaE 13%)

'H-NMR (400MHz, CDCl3) &: 8.56 (s, 1H), 6.81 (br, 1H), 6.08 (br, 1H), 5.85 (d, J= 3.6Hz, 1H), 5.62
(br, 1H), 4.31-4.33 (m, 1H), 4.24-4.28 (m, 2H), 3.92 (dd, J= 11.6 and 2.4Hz, 1H), 3.76 (dd, J= 11.6

_15_



[0132]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]

SS=50l 10-2579485

and 2.4Hz, 1H), 3.72 (br, 1H), 0.93 (d, J= 6.8Hz, 6H), 0.79-0.88 (m, 1H), 0.07 (s, 3H), and 0.06 (s,
3H) ppm.

13C—NMR (CDCls) &: 166.4, 155.6, 155.4, 92.4, 87.0, 71.7, 62.2, 16.8, 16.7, 14.1, 4.7, and —4.8 ppm.
Mass: 345.2 (M+1) (caled. for CyflNO:Si, M= 344.44).
5'-0-(EM g -F-e e A &) -5-ol 2Ll Bl (S}EEE) : 5'-0-(t-Butyldimethylsilyl)-5-azacytidine:

(8}8h4 (1a) %, R=OH, R'=t-Buthyldimethylsilyl”])

Padws AR (4

olo

ARk ok AR, AREEE v oA EAt - e A, g 12%)

hun

'H-NVR (400MHz, CDClz) &: 8.50 (s, 1H), 6.32 (br, 1H), 5.81 (d, J= 3.6Hz, 1H), 5.76 (br, 1H), 5.45

(br, 1H), 4.35 (d, J= 2.0Hz, 1H), 4.24-4.29 (m, 2H), 3.93 (dd, J= 12.0 and 2.4Hz, 1H), 3.78 (dd, J=
12.0 and 2.0Hz, 1H), 3.54 (br, 1H), 0.86 (s, 9H), and 0.06 (s, 6H) ppm.

13C—NMR (CDCly) &: 167.2, 156.4, 156.0, 93.6, 88.2, 78.1, 72.8, 63.7, 26.5, 18.9, -5.0, and -5.1 ppm.

Mass: 359.2 (M+1) (caled. for CuHaN0sSi, Mi= 358.47).

!
7
&3
f

AW g A -5-0} 2} Alo] E] W (3} EF): 5'-0-Benzyldimethylsilyl-5-azacytidine:

(3} (1a) 5, R=0H, R1=Benzy1dimethylsilyl7])

o

PR AR (BRSAIZE of 17417, A EE 8 ot EAtE-m'hEA, Felad: 23%)

1H—NMR (400MHz, CDCls) &: 8.45 (s, 1H), 7.19-7.25 (m, 2H). 7.06-7.10 (m, 1H). 6.98-7.00 (m, 2H). 6.18

(br, 1H), 5.77 (d, J= 4.0Hz, 1H), 5.67 (br, 1H), 5.27 (br, 1H), 4.31-4.32 (m, 1H), 4.10-4.16 (m, 2H),
3.84 (dd, J= 8.0 and 2.4Hz, 1H), 3.68 (dd, J= 11.6 and 1.6Hz, 1H), 3.38 (br, 1H), 2.16 (s, 2H), 0.12
(s, 3H), and 0.11 (s, 3H) ppm.

13C—NMR (CDCl3) &: 166.6, 155.9, 155.4, 138.1, 128.5, 128.3, 124.7, 93.1, 87.5, 72.3, 62.5, 26.3,
-2.53, and -2.58 ppm.

Mass: 393.2 (M'+1) (calcd. for CiHuNOsSi, Mii= 392.48).
5'-0-(=2dEdywead)-5-olxtAtol Bl (33 EG) : 5'-0-(n—Octyldimethylsilyl)-5-azacytidine:
(3}sk2] (1a) =, R=0H, R1=n—0ctyldimethylsi1y17])

FAH A (AR oF 1A3E, ARS8l opEAME-reheA], FelFE: 18%)

'H-NVR (400MHz, CDsOD) & : 8.78 (s, 1H), 5.79 (d, J= 1.6Hz, 1H), 4.13-4.19 (m, 2H), 4.07 (dt, J= 6.8

and 2.0Hz, 1H), 4.03 (dd, J= 12.0 and 2.4Hz, 1H), 3.82 (dd, J= 12.0 and 2.0Hz, 1H), 1.22-1.42 (m, 8H),
0.86-0.93 (m, 4H), 0.62-0.72 (m, 3H), 0.15 (s, 6H), and 0.14-0.18 (m, 2H) ppm.

FC-NMR (CDsOD) & :156.6, 156.0, 155.2, 90.8, 84.1, 75.2, 68.5, 60.5, 33.2, 31.8, 29.1, 29.0, 22.9,
22.4, 15.5, 13.1, -3.6, and -3.7 ppm.

Mass: 415.4 (M++l) (calculated for CigllaN,0sS1, MW= 414.23).

5'-0-(=2SEuw e A )2 -g|SA|-5-o} &AL Bl (3} 8HEH) . 5'-0-(n-Octyldimethylsilyl)-2'-deoxy-5-

azacytidine:
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[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

[0162]

[0163]

[0164]

[0165]

[0166]

[0167]

[0168]

[0169]

[0170]

[0171]

[0172]

[0173]
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(8}8H4] (1a) 2, R=OH, R=n-Octyldimethylsilyl”])

S A

oo

Al

™

DR IAIRE, AR EE8): ofAEA G- EEA, EEgE: 24%)

'H-NMR (400MHz, CDsOD) & :8.65 (s, 1H), 6.12 (t, J= 5.6Hz, 1H), 4.34-4.37 (m, 1H), 4.00-4.02 (m, 1H),

3.91-3.95 (m, 1H), 3.76-3.79 (m, 1H), 2.45 (ddd, J= 13.6, 6.4, and 4.4Hz, 1H), 2.24 (m, 1H), 1.27-1.34
(m, 8H), 0.87-0.89 (m, 4H), 0.61-0.63 (m, 3H), and 0.12 (s, 6H).

PC-NMR (CDOD) & : 156.2, 155.8, 155.1, 87.9, 86.7, 70.5, 61.8, 41.6, 33.2, 31.8, 29.1, 22.4, 15.6,

13.1, -1.38, -2.96, -3.73, and -3.83 ppn.
Mass: 399.3 (M++1) (calculated for CigHsN40,Si, MW= 398.23).
5'-0-(HAFF-d o g d A2 )-5-oxpALol Bl (3 HE1) 0 5'-0-(t-Buthyldiphenylsilyl)-5-azacitidine:

(8184 (1a) 2, R=OH, R'=t-Buthyldiphenylsilyl”])

i)

P AM(SFSAIRE: oF 2413

d , AREE 8 oA EATE - e A, LelaE 48%)

'H-NMR (400MHz, CDsOD) &: 8.63 (s, 1H), 7.69-7.72 (m, 4H), 7.38-7.47 (m, 6H), 5.81 (d, J= 2.4Hz, 1H),

4.32 (dd, J= 7.2 and 5.2Hz, 1H), 4.23 (dd, J= 5.2 and 2.4Hz, 1H), 4.03-4.09 (m, 2H), 3.82 (dd, J= 11.6
and 2.8Hz, 1H), and 1.08 (s, 9H) ppm.

13C—NMR (CDOD) &: 166.4, 155.5, 155.0, 135.4, 135.2, 132.5, 132.3, 129.6, 127.5, 90.8, 83.9, 74.7,

68.7, 62.5, and 26.0 ppm.
Mass: 483.4 (M++1) (calcd. for C2/1H30N/105Si, MW= 48260)

5'-0-Ego| g Y-5-o}x AL ] (3}8E]):  5'-O-Triethylsilyl-5-azacytidine: (384 (la) %, R=0H,

I )
R =Triethylsilyl”])

Jurcs

M A (RS AIZE: oF 1A]3F

i)

HEE 8 oA EA - A, Ee5E: 10%)

)

'H-NMR (400MHz, CDOD) &: 8.77 (s, 1H), 5.80 (d, J= 2.0Hz, 1H), 4.22 (dd, J= 6.8 and 4.8Hz, 1H), 4.15

(dd, J= 4.8 and 2.0Hz, 1H), 4.03-4.10 (m, 2H), 3.85 (dd, J= 11.6 and 2.0Hz, 1H), 1.00 (t, J= 8.4Hz,
9H), and 0.67-0.74 (m, 6H) ppm.

PC-NMR (CD30D) & : 163.0, 152.3, 151.5, 87.1, 80.4, 71.6, 64.7. 57.1, 2.07. and 0.00 ppm.
Mass: 359.2 (M+1) (caled. for CuN,0:Si, Mii= 358.47).
5'-0-Ed]o g -2 -t A -5-o} A Lo B (3} gHEK) : 5'-0-Triethylsilyl-2'-deoxy-5-azacytidine:

(884 (1a) ¥, R=H, R=Triethylsilyl7])

Jurcs

Pt A (RESA

N
o
[
—
>
N
N

, AREE 8 oA EAE - e A, LelaE 81%)

e

'H-NMR (400MHz, CDCl3) &: 8.62 (s, 1H), 6.26 (t, J= 6.0Hz, 1H), 6.25 (br, 1H), 5.58 (br, 1H), 4.47-

4.51 (m, 1H), 4.09-4.11 (m, 1H), 3.93 (dd, J= 10.8 and 2.4Hz, 1H), 3.82 (dd, J= 11.6 and 2.0Hz, 1H),
2.64-2.70 (m, 1H), 2.66 (br, 1H), 2.23 (dt, J= 12.0 and 6.4Hz, 1H), 0.96 (t, J= 8.0Hz, 9H), and 0.63
(t, J= 8.0Hz, 6H) ppm.

13C—NMR (CDCl3) &: 166.3, 156.0, 154.1, 87.6, 86.8, 71.6, 62.3, 42.6, 6.7, and 4.1 ppm.
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[0174]

[0175]

[0176]

[0177]

[0178]

[0179]

[0180]

[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

[0190]

[0191]

[0192]

[0193]

[0194]

[0195]

SS=50l 10-2579485

Mass: 343.3 (M++1) (calcd. for CigHyeN,04S1, MW= 342.47).
5'-0-(ol =z 2o e A e )-5-olx A Lol T (3} 3HEL): 5'-0-(i-Propyldiethylsilyl)-5-azacytidine:

(3} (1a) %, R=OH, R1=i—Pyopy1diehtylsi1y17])

ot

R

=

HOESAIZE: oF 1AZE, A-HEE 8l oA EA D -veeA, Lel8&: 21%)

'H-NVR (400MHz, CDCl;) &: 8.56 (s, 1H), 7.04 (br, 1H), 6.21 (br, 1H), 5.85 (d, J= 2.8Hz, 1H), 5.70

(br, 1H), 4.28 (s, 3H), 3.98 (d, J= 11.2Hz, 1H), 3.81 (d, J= 11.2Hz, 1H), 3.79 (br, 1H), 0.93-0.99 (m,
18H), and 0.61-0.65 (m, 4H) ppm.

FC-NR (CDC1,) & 166.4, 155.6, 155.5, 92.2, 87.0, 71.5, 62.5, 17.3, 17.2, 12.5, 7.0, 3.0, and 2.9
ppm.

Mass: 373.3 (M+1) (calcd. for CiflsNi0:Si, Mi= 372.49).

3',5'-T] (0-E 2] W9 A 2)-2'-v] % A|-5-0} 2k Ao Bl (52D

3',5'-0-Di (0-trimethylsilyl)-2' ~deoxy-5-azacytidine: (84812} (1b) %, R=H, R =R =Trimethylsilyl7])
g BRI AIRE: oF 1ARE, AHEE 8l ofEAE-veEA, o5& 70%)

'H-NVR (400MHz, CDCls) &: 8.69 (s, 1H), 6.17 (dd, J= 6.4 and 4.4Hz, 1H), 5.89 (br s, 1H), 5.44 (br s,

1), 4.36 (q, J= 5.6Hz, 1H), 3.94-3.96 (m, 1H), 3.88 (dd, J= 11.6 and 2.8Hz, 1H), 3.71 (dd, J= 12.0
and 2.4Hz), 2.50 (g, J= 6.8Hz, 1H), 2.17-2.23 (m, 1H), 0.16 (s, 9H), and 0.12 (s, 9H) ppm.

13C—NMR (CDC13) &: 166.4, 156.2, 154.0, 87.6, 86.6, 69.7, 60.8, 42.2, 0.10, and —0.69ppm.

Mass: 373.3 (M++1) (calculated for CusgN0sSis, MW= 372.16.)

3,5 - (0-=2E A 0w e A dd)-2' -d| S A]-5-0} Ao Bl T (3} HEN) 3',5'-Di(0-n-octyldimethylsilyl)-
2'-deoxy—b5-azacytidine:
(3k8H4] (1b) %, R=H, R =R =n-Octhyldimethytlsilyl”])

W BRI of 2417, AHEE 8 oA EA I -n- A, LelE 54%)

1H—NMR (400MHz, CDsOD) & :8.61 (s, 1H), 6.10 (t, J= 5.2Hz, 1H), 4.46 (dd, J= 10.0 and 4.8Hz, 1H), 3.97

(dd, J= 6.4 and 2.8Hz, 1H), 3.88 (dd, J= 11.6 and 3.2Hz. 1H), 3.76 (dd, J= 11.2 and 2.4Hz, 1H), 2.41
(dt, J= 13.6 and 6.0Hz, 1H), 2.24 (dt, J= 13.6 and 5.6Hz, 1H), 1.29-1.34 (m, 24H), 0.87-0.91 (m, 6H),
0.61-0.68 (m, 4H), 0.14 (s, 6H), and 0.12 (s, 6H) ppm.

“C-NUR 5 1166.7, 155.8, 155.0, 88.0, 86.5, 70.8, 61.2, 41.6, 33.3, 31.8, 29.16, 29.12, 29.11, 23.0,
22.9, 22.4, 16.0, 15.6, 13.2, -2.78, -2.89, -3.57, and —-3.75 ppm.

Mass: 569.5 (M++l) (calculated for CogllsgNs0sSis, MW= 568.38).
3',5'-t)(0-Egdgadd)-5-olx Aol Bl (3}HEP): 3',5'-Di(0O-triethylsilyl)-5-azacytidine:(3}8+4] (1b)
% R=OH, R'=R'=Triethylsilyl7])

SAE: BE RS AIZE o 1A%

L]

i)

HEE 8 opAEA " -n-3b A, EEaE 25%)

1
H-NMR (400MHz, CDCl;) &: 8.58 (s, 1H), 6.43 (br, 1H), 5.92 (d, J= 3.2Hz, 1H), 5.58 (br, 1H), 4.34 (t,
J= 5.2Hz, 1H), 4.12 (br, 1H), 4.08 (dt, J= 6.0 and 2.0Hz, 1H), 3.98 (dd, J= 11.6 and 2.4Hz, 1H), 3.75
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[0196]

[0197]

[0198]

[0199]

[0200]

[0201]

[0202]

[0203]

[0204]

[0205]

[0206]

[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

[0214]

[0215]

SS=50l 10-2579485

(dd, J= 11.2 and 2.4Hz, 1H), 3.09 (br, 1H), 0.97 (dt, J= 8.0 and 5.2Hz, 18H), and 0.61-0.70 (m, 12H)
ppm.

13C—NMR (CDCl3) &: 166.2, 156.1, 154.0, 90.3, 84.9, 76.0, 70.2, 61.1, 6.73, 6.64, 4.62, and 4.10 ppm.

Mass: 473.4 (M+1) (caled. for CoHiNiO:Sis, MW= 472.73).

3',5'-t(0-Egdgdad)-2' -t LA -o} 2 o Bl | (313HEQ) 3" 5'-Di(O-triethylsilyl)-2'-deoxy-5-
azacytidine:

(8}8h4 (1b) =, R=H, R=R =Triethylsilyl7])

s BH(REGAIZE: oF 2413, AH&E 80 oAl Eqteld-n-34kAl, el 54%)

hun

'H-NVR (400MHz, CDCl;) &: 8.67 (s, 1H), 6.19 (dd, J= 6.4 and 4.8Hz, 1H), 5.61 (br, 1H), 5.38 (br,

1), 4.41 (q, J= 4.8Hz, 1H), 3.96-3.98 (m, 1H), 3.91 (dd, J= 11.6 and 2.8Hz, 1H), 3.76 (dd, J= 11.6
and 2.0Hz, 1H), 2.51 (dt, J= 13.2 and 6.0Hz, 1H), 2.15-2.21 (m, 1H), 0.92-0.99 (m, 18H), and 0.56-0.68
(m, 12H) ppm.

13C—NMR (CDCls) &6: 166.4, 156.2, 154.0, 88.0, 86.6, 70.2, 61.5, 42.7, 6.8, 4.7, and 4.2 ppm.
+
Mass: 457.4 (M+1) (calcd. for CooluoN.0sSis, MW= 456.73).
2'.3" 5" -EZ(0-EdWE A )-5-oFxtALol E A (8}5HER): 2',3',5'-Tri(O-trimethylsilyl)-5-azacytidine:

(818h4 (1¢) 2, R=R=R =Trimethylsilyl”])

o
&
e
o

HOESAIZE: oF 1AIRE, AP&E80): o EAE -3t EelE: 64%)

OO

1
H-NMR (400MHz, CDCl3) &6: 8.82 (s, 1H), 6.23 (br, 1H), 5.70 (s, 1H), 5.49 (br, 1H), 4.09-4.16 (m,

3H), 4.01 (dd, J= 12.0 and 1.2Hz, 1H), 3.70 (dd, J= 11.6 and 1.2Hz, 1H), 0.20 (s, 9H), 0.19 (s, 9H),
and 0.13 (s, 9H) ppm.

13C—NMR (CDCl3) &: 166.5, 156.4, 153.9, 91.2, 82.7, 76.4, 68.3, 59.3, 0.4, 0.2, and -0.7 ppm.

Mass: 461.3 (M+1) (caled. for CyHaN0:Sis, MV 460.75).

2',3" ,5'-Eg(0-d g A g )-5-o}xprlo| (31 HES) 2',3",5'-Tri(0O-ethyldimethylsilyl)-5-
azacytidine: (384 (1c) F, R'=R’=R =Dimethylethylsilyl7])

W CH(RESAIZE: oF 1413, AP EE80: ol EANE-n-AtA], E8|5E&: 67%)

1H—NMR (400MHz, CDCl3) &: 8.80 (s, 1H), 6.27 (br, 1H), 5.71 (d, J= 0.8Hz, 1H), 5.49 (br, 1H), 4.08-

4.16 (m, 3H), 4.01 (dd, J= 12.0 and 0.8Hz, 1H), 3.72 (dd, J= 11.6 and 0.8Hz, 1H), 0.90-1.01 (m, 9H),
0.57-0.74 (m, 6H), 0.19 (s, 3H), 0.16 (s, 9H), 0.10 (s, 3H), and 0.09 (s, 3H) ppm.

FC-NMR (CDbCl;) &: 166.5, 156.3, 153.9, 91.1, 82.8, 68.4, 59.6, 8.6, 8.3, 7.7, 6.8, -1.8, -1.9, -2.1,

-2.8, and -3.0 ppm.
Mass: 503.4 (M++l) (calcd. for CooHiN4OsSis, MW= 502.83).

2'.3",5'"-Eg(0-olAZ 2 W d A )-5-o}x Ao Bl (B}ET):  2',3",5'-Tri-(0-i-propyldimethylsilyl)-

5-azacytidine:
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[0216]

[0217]

[0218]

[0219]

[0220]

[0221]

[0222]

[0223]

[0224]

[0225]

[0226]

[0227]

[0228]

[0229]

[0230]

[0231]

[0232]

[0233]

[0234]

[0235]

SS=50l 10-2579485

(8}8H4] (1¢) 2, R=R'=R’=i-Propyldimethylsilyl”])

—

T CHOEGAIZE: oF A7, ARE&E8: o EA N -n-3 A, EelF8: 74%)

'H-NMR (400MHz, CDCl3) &6: 8.76 (s, 1H), 6.68 (br, 1H), 5.71 (d, J= 1.2Hz, 1H), 5.55 (br, 1H), 4.09-

4.17 (m, 3H), 4.03 (d, J= 12.0Hz, 1H), 3,74 (d, J= 11.6Hz, 1H), 0.92-1.02 (m, 21H), 0.18 (s, 3H), 0.14
(s, 3H), 0.12 (s, 3H), 0.11 (s, 3H), and 0.07 (s, 6H) ppm.

PC-NMR (CDCly) &: 166.5, 156.2, 153.9, 90.9, 83.0, 76.4, 68.7, 59.9, 17.0, 16.9, 14.9, 14.6, 14.3,

-3.4, -3.5, -3.9, -4.1, -4.5, and -4.8 ppm.

Mass: 545.4 (M+1) (caled. for CoHiN:0sSis, MW= 544.91).

2',3",5'-EZ (0-EA-Feoud a2 )-5-o}x Ao ] (3} EEU): 2',3",5'-Tri(O-t-butyldimethylsilyl)-5-
azacytidine:

(8344 (1c) %, R=R=R =t-Butyldimethylsilyl”7])

o

FdH s CH(REGAIRE: oF 15A1%F, AP 8& 80 oA ELto| D -n-3MbA], &e2f&: 67%)

'H-NMR (400MHz, CDCl3) &: 8.73 (s, 1H), 6.46 (br, 1H), 5.73 (d, J= 2Hz, 1H), 5.45 (br, 1H), 4.17 (dd,

J= 3.6 and 1.6Hz, 1H), 4.06-4.13 (m, 3H), 3.80 (d, J= 1.2Hz, 0.5H), 3.77 (d, J= 1.6Hz, 0.5H), 0.96 (s,
9H), 0.91 (s, 9H), 0.89 (s, 9H), 0.21 (s, 3H), 0.15 (s, 3H), 0.13 (s, 3H), 0.11 (s, 3H), and 0.06 (s,
3H) ppm.

13C—NMR (CDCly) &: 171.9, 161.7, 159.4, 95.9, 88.7, 81.5, 74.6, 66.3, 31.7, 31.4, 24.2, 23.6, 23.5,
1.45, 1.31, 0.52, 0.44, and 0.22 ppm.

Mass: 587.5 (M++1) (calcd. for CyllsuNiOsSis MW= 586.99).

2',3",5'-E(0-Egddd)-5-obArtel ¥ (8HH&V): 2',3',5'-Tri(O-triethylsilyl)-5-azacytidine: (3}
34 (lc) %, R=R =R =Tricthylsilyl7])

g CHOEAIRE: oF A7, APEE8: ot EATE -3, #elgE: 99%)

H-NWR (400MHz, CDCly) 6: 8.78 (s, 1H), 5.87 (br, 1), 5.73 (d, J= 1.2Hz, 1), 4.10-4,17 (m, 3H), 4.04

(dd, J= 11.6 and 1.6Hz, 1H), 3.77 (dd, J= 11.6 and 1.2Hz, 1H), 0.92-1.01 (m, 27H), and 0.57-0.78 (m,
18H) ppm.

13C—NMR (CDCl3) &: 166.4, 156.3, 153.8, 90.6, 83.0, 76.4, 68.8, 60.2, 6.82, 6.80, 6.74, 4.80, 4.75,

and 4.07 ppm.
Mass: 587.5 (M++1) (CalCd. for C26H54N405Sig, MW= 58699)

2',3",5'-Eg(0-olhz2d o g )-5-olx}Atel E| A (3} EW):  2',3",5'-Tri(0-i-propyldiethylsilyl)-5-
1

azacytidine: (3}8] (1c) &, R R'=R’= i-Propyldiethylsilyl”])

o

MR CHOIEEAIRE: oF 1AE, A-EE8 0 ol EA D -n-F0A, Eelad: 74%)

'H-NVR (400MHz, CDCl3) &: 8.76 (s, 1H), 6.38 (br, 1H), 5.75 (d, J= 2.0Hz, 1H), 5.47 (br, 1H), 4.07-

4.22 (m, 4H), 3.81 (d, J= 10.4Hz, 1H), 0.94-1.05 (m, 36H), and 0.63-0.76 (m, 15H) ppm.

13C—NMR (CDCl3) &: 166.4, 156.4, 153.9, 90.3, 83.2, 69.3, 60.6, 17.4, 17.3, 13.1, 13.0, 12.4, 7.2,
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[0236]

[0237]

[0238]

[0239]

[0240]

[0241]

[0242]

[0243]
[0244]

[0245]

[0246]
[0247]
[0248]
[0249]
[0250]
[0251]
[0252]
[0253]

[0254]

[0255]

sSE550] 10-2579485
7.1, 7.0, 3.9, 3.8, 3.7, 3.0, and 2.8 ppm.
Mass: 629.5 (M++1) (CalCd. for C29H60N405Si3, MW= 62907)

A A 4

2',3' -t (0-E Ak -FE o v g A2 & )-5-o} 2 Ao Bl T (3} HEX) 2',3"-Di(O-butyldimethylsilyl)-5-
azacytidine:

(8184 (1c) 2, R'=H, R'=R =t-Butyldimethylsilyl7])

sH3HEU 200mg(0.34mD) & 4= HEgtsto| =2 &9 omloll &3fsta, Wy dfel HEHFEURYF - FFL
2dol=(1% $29 HEg S| =2F T £9)0.34n1(0.34m)S H7bebar, 2,540 mukaliel, WSS oA
Elbele-E ok ¢l 4=(2:1) 30ml & 348k, o EAte|E R FE8gvh. o] FENE XS 1mlE 7 ¥
AAstaL, 4 FAUEFOR 12 §, 588 o8, AW sFAA e AFES A7 A Al
WIa(ZR2EE: WeE=10:18 &3)E8 FASG A7, HHo= e dFEXE WMEwz 2T F 2

ATH(EY & 37%).

'H-NMR (400MHz, CDCly) &: 8.22 (s, 1H), 5.45 (br, 1H), 5.30 (d, J= 5.6Hz, 1H), 4.82 (dd, J= 6.0 and

4.8Hz, 1H), 4.23 (dd, J= 4.4 and 3.2Hz, 1H), 4.11-4.13 (m, 1H), 3.92-3.95 (m, 1H), 3.78-3.80 (m, 1H),
3.66-3.71 (m, 1H), 0.91 (s, 9H), 0.87 (s, 9H), 0.09 (s, 3H), 0.08 (s, 3H), 0.07 (s, 3H), and 0.02 (s,
3H) ppm.

FC-MR (CDCLy) §: 170.9, 163.3, 158.6, 100.1, 92.1, 77.4, 76.8, 66.7, 30.7, 23.0, 22.8, 4.90, 0.43,
0.24, 0.10, and 0.00 ppm.

}\?‘5—]0:1 1

s-olAAfol I RF el T P AU A AolHT lofulhAlel the A

S-olxtAlolEl o] @ R AdoH =2 FEA (3 (la)E X)) oF Imgs MAEYEZ ImLe] &3sti,
1 10pLE PBS Imlell H7bshH, fojxl &ool] AtelEjdd tjopujubAle] PBS &4 10uLE FH7kskaL, 37TCelA
oF 1A1ZF wwksGith, 1 whg-de] ol EUE™ InlE #H7letal dAldEste] e dS& HPLC #4383t d&
£, 5'-0-(t-butyldimethylsilyl)-5-azacytidine(3}3+=E) 5'—O—Triethylsilyl—5—azacytidine(§}ﬁlt'J) =
5'-0-Triethylsilyl-2'-deoxy-5-azacyt idine(3}gH=K) 2| ?‘3—%4 EXARE ® 1o YepdT.

Jo

AtolE]l t]olm| Al CDA(1-146aa), Human, His-tagged, Recombinant cytidine deaminase(ATGenA}l)
HPLC SA4xA:
A3 CAPCELL PAK ADME

4.6mM X 150mM, JAFAFO]Z: 3um

& $%: 1.0ml/¥%, &8 &%: 40T

% 11 UV240 nm
1
B HPLC 2] 7ol A o] w3}
5-Azacytidine EI =, Yeyas AT 2AFHAY
2'-Deoxy-5-azacytidine 0EZ =, dEYIE 9H3] 2AHAY
5'-0-(t-Butyldimethylsilyl)-5-azacytidine INZFE = 8070 A WEr QAR
(3= E) Bk
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[0256]

[0257]
[0258]

[0259]

[0260]

[0261]

[0262]
[0263]

[0264]

[0265]

[0266]

SE=506 10-2579485

5'—O—Triethylsilyl—5—azacytidine 1A 7o &2 | %ﬂiilqiioﬂ Al Wyl Q14 =~
( 5}31— =) LE‘ »ATjF
5”&meme12dmwﬂﬂmwﬁﬁm lﬂﬂ?ﬂE,%Eﬂﬂﬂ7ﬁqmﬂﬂ?@3ﬂ
( 5}—61— 2K %L?)\

ol¢} o], & We] wE S-ofxprtolEHFe] T - A H = OEiﬂ—H AtelElEl tfotmubAA] ol uf
G- Aol ?&?i 5-ofAfAtel Bl o]} 2'-E|SA]-5-okxpAbolH 2 ok Aol e, A7) whE st
oA ksl A=A

A& o 2

s-obALO R B BB AYolH2 A MEaH S4Es

5-olzAtolEld Rl W BE AgldHz S=A (38 (1a)E Zx), 48 T4, 5 Oﬂmmwmll
azacytidine(Z+gE]) ¢F Imgs ofMEYEZ Imloll &€8star, 2 5pulE 10mM PBS €9 100uLel #H7}sle,
37°CollA wwkelik. 1 WkSES AAH o HPLC #4138 AF, 5-olxpatolEld e %H°§“@%¢»l%
o2 BaEo AL AALA] &gkrt. w3 5'-0-Triethylsilyl-2'-deoxy-5-azacytidine(3gEK) 2] 2%
2o ARE 4 F A, UEste GAHA (2 -Deoxy-5-azacytidine) o] BAAS AT = AUt

h

)

ki

w3 HPLC SAZAL, A3 19 499 @& BA xHo|t},

* 2
5-Azacytidine or 2'-Deoxy-5-azacytidine (%)
A7 817+ 2R THE
5'-0-Triethylsilyl-5-azacytidine 16 22 62
(§]_61—‘:’
5'-0-Triethylsilyl-2'-deoxy-5-azacytidine 10 12 48
(HHEK

A& o 3
5ol U {e @ 2E AYHE FEA § B5FSF B4

=% AE RPMI-8226(¢F 400078) 3H &9ol 0.0033pM, 0.01uM, 0.033uM, 0.1uM, 0.33uM, 1uM, 3.3
M, 10uM, 33uM, 100uM 7 F5e] 5-olAAlolEldFe] & FE A2 FEA i &S Hrlea,

RPMI-1640(10 % FBS and 1% Penn-strep $hr)®lXA] (Esih) FollA 72417 vl (incubation)d & A|¥EQ] 5 =
Aste], AEY F2 oA EHE [Cete® A3t (Journal of Clinical Pathology, 2006, 59, 947-951.<%

AZ).

* 3
ﬁl‘?ﬂ]—% IC5 (D)
5'-0-Triethylsilyl-5-azacytidine (33+&]) 0.656
5'-0-Triethylsilyl-2'-deoxy-5-azacytidine (3}$EK) 0.27
2'-Deoxy—bH-azacytidine 0.03

e o] 871
W oo elahnl, BiolR EFTS Takehs e BEer Amekom o AHEH T i FA (5-o}
AALOIEEL B 28] %A 5ok R4 A AtelER HobuuAle] YE e
AL A ZReed SR O @l oA A

ﬂd
%)
Buj
au)
tlo
Mo
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